The tachykinins, SP, NKA and NKB, have been identified in the central nervous system (CNS) [l] . In parallel with the pharmacological evidence for multiple tachykinin receptors [2] , in vitro binding studies, performed with labelled tachykinins, demonstrated the presence of three different classes of tachykininbinding sites in CNS. These receptors have been named NK-1, NK-2 and NK-3 and show binding preferences for SP, NKA and NKB respectively [3] . Thus Quirion and Dam have reported that NKA had the highest afhity forthe [1251]-BHNKA site of synaptosomal membrane preparations of the guinea-pig brain [4] . We have previously reported the synthesis of some analogues of NKA, two of which were specific antagonists of the action of NKA on guinea-pig tracheal smooth muscle [5] . We now report that these compounds displace [l25I]-NKA bound to isolated membranes from guinea pig brain.
NKA was purchased from Biosyn Ltd. (Belfast, N. Ireland, U.K.). SP was supplied by Sigma (Poole, Dorset, U.K.). The peptides: 1 Alas, Aib8, LeulqNKA (2-10). and 2) [Ala5 , previously described [6] .
[125I]-NKA (2000 CUmmole) was purchased from Amersham (U.K.). Male guinea-pigs (250-300 g) were sacrificed by decapitation. Brains were rapidly removed and the cerebellum was discarded. Plasma membranes were prepared according to a modified procedure of Viger et af. [7] . Briefly remaining parts of the brains were homogenised in 10% sucrose (w/v) at 4OC, using a hand-held teflon homogenizer. Homogen :s were centrifuged at 400g for 10min at 4OC. -.
[Ala 5 Aib 8 , Leu Bb ]NKA (2-10) ( 0 ) and [Alas, Aib 9 ,
The pellet was discarded and the supernatant was centrifuged at 10, OOO g for 30 min at 4OC. The pellet was resuspended in Krebs-Ringer phosphate buffer, pH 7.4, containing BSA (0.4 mg/ml), bacitracin (0.04 mg/ml) and glucose (1 mg/ml), and the suspension was centrifuged at 10,000 g for 60 min at 4OC. For binding studies the final pellet was then resuspended in the same buffer containing, in addition, leu ptin (4 pghnl), chymostatin (4 pg/ml),and phosphoramidon (10% M). Routinely, 100 p1 of the m mbrane suspension were mixed with an aliquot (100 pl) of At the end of the incubation, the tubes were cenmfuged for 30 s at 10,OOO g, and the pellet was washed once with the incubation buffer (1 ml). The supernatant was removed by aspiration and the radioactivity remaining in the pellet was determined using a gamma counter. Under these conditions, specific binding was determined to be 68% of the total binding.
In competitive binding studies (Fig. l) , [125I]-NKA binding was displaced by NKA with an IDSO value of 9.0 and by peptides 1) and 2) each with IC5 values of 8.5. The label was not significantly displaced by 8 P or by two non-tachykinin peptides over the concentration range used. Unlike the case with agonists few good antagonists of tachykinin actions have been described [8] . Many of the reported antagonists display low affinity and poor selectivity. The peptides described here appear to be quite promising as they are selective antagonists of NKA activity [5] and bind only slightly less potently than NKA itself. They should complement the use of specific agonists in the study of NKA biochemistry. 
